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EMETIC DRUG PRODUCTS FOR OVER-THE- 
COUNTER HUMAN USE 


Tentative Final Order 


AGENCY: Food and Drug Administra- 
tion. 


ACTION: Tentative final order. 


SUMMARY: This tentative final order 
contains a monograph establishing 
conditions under which  over-the- 
counter (OTC) emetic drug products 
are generally recognized as safe and 
effective and not misbranded. The 
Commissioner of Food and Drugs is is- 
suing this tentative final order after 
considering the report and recommen- 
dations of the OTC Laxative, Anti- 
diarrheal, Emetic, and Antiemetic 
Panel and public comments on the 
proposed rule that was based on these 
recommendations. This tentative final 
order is part of the agency’s ongoing 
review of OTC drug products. 


DATE: Objections and/or requests for 
an oral hearing before the Commis- 
sioner by October 5, 1978. 


ADDRESS: Written objections and/or 
requests for oral hearing to the hear- 
ing clerk (HFA-305), Food and Drug 


Administration, Room 4-65, 5600 Fish- 


ers Lane, Rockville, Md. 20857. 


FOR FURTHER INFORMATION 
CONTACT: 


William E. Gilbertson, Bureau of 
Drugs (HFD-510), Food and Drug 
Administration, Department of 
Health, Education, and Welfare, 
5600 Fishers Lane, Rockville, Md. 
20857, 301-443-4960. 


SUPPLEMENTARY INFORMATION: 
In the FEDERAL REGISTER of March 21, 
1975 (40 FR 12902), the Commissioner, 
under § 330.10(a)(6) (21 CFR 
330.10(a)(6)), published a proposal to 
establish monographs for over-the- 
counter (OTC) laxative, antidiarrheal, 
emetic, and antiemetic drug products, 
together with the recommendations of 
the OTC Laxative, Antidiarrheal, 
Emetic, and Antiemetic Panel (Panel), 
which is the advisory review Panel re- 
sponsible for evaluating data on drugs 

in these categories. Interested persons 
were invited to submit comments on 
the propoal within 90 days. For 30 
days after the final day for submission 
of comments, reply comments could be 
filed with the hearing clerk in re- 
sponse to comments filed in the initial 
90-day period. 


PROPOSED RULES 


In accordance with §330.10(a)(10), 
the data and information considered 
by the Panel were put on public dis- 
play in the office of the hearing clerk, 
Food and Drug Administration, Room 
4-65, 5600 Fishers Lane, Rockville, Md. 
20857, after deletion of a _ small 
amount of trade secret information. 

The Commissioner presents his con- 
clusions and recommendations for 
OTC emetic active ingredients in this 
document. The conclusions include a 
restatement of the Panel’s recommen- 
dations and constitute the Commis- 
sioner’s adoption of the Panel’s find- 
ings, as modified by him on the basis 
of the comments and the Food and 
Drug Administration’s (FDA) inde- 
pendent evaluation of the Panel’s 
report. In addition to substantive 
modifications in the Panel’s findings, 
the restatement inclades changes for 
clarity and regulatory accuracy, and 
also include any new data or informa- 
tion that has come to the Commission- 
er’s attention. The Commissioner ad- 
vises that the conditions included in 
the monograph on the basis that OTC 
emetic drug products are generally 
recognized as safe and effective and 
are not misbranded (category I) will 
become effective 30 days after the 
date of publication of the final mono- 
graph in the FEDERAL REGISTER. The 
Commissioner’s conclusions for laxa- 
tive, antidiarrheal, and antiemetic 
active ingredients will be published in 
a later issue of the FEDERAL REGISTER. 


I, THE COMMISSIONER’S CONCLUSIONS 
ON THE COMMENTS AND REPLY CoOM- 
MENTS 


A. GENERAL COMMENTS 


In response to the proposal, 10 com- 
ments and reply comments were re- 
ceived, including 9 comments from 
drug manufacturers and 1 from a con- 
sumer. A summary of these comments 
and the Commissioner’s conclusions 
are as follows: 

1. One comment objected to the 
Panel’s recommendation that the 
quantity of each active ingredient be 
stated in OTC drug labeling, on the 
grounds that section 502(e)(1)(A) of 
the Federal Food, Drug, and Cosmetic 
Act (21 U.S.C. 352(e)(1)(A)) -provides 
for quantitative ingredient labeling 
only for prescription drugs. 

The Commissioner agrees that other 
than for certain specifically named 
substances the act currently requires 
quantitative ingredient labeling only 
for prescription drugs. The tentative 
final monograph does not require 
quantitative active ingredient labeling. 
However, the Commissioner advises 
that the Panel’s recommendation is 
consistent with that of the National 
Advisory Drug Committee, which ad- 
vocates that all OTC drugs be labeled 
with a quantitative statement of the 


active ingredients. It is also consistent 
with the recommendation in 21 CFR 
330.1(j) that the labeling of an OTC 
product contain the quantitative 
amount of each active ingredient, ex- 
pressed in terms of the dosage unit 
stated in the directions for use. Thus, 
the Commissioner also urges manufac- 
turers to comply voluntarily with this 
recommendation because of its intrin- 
sic merit. 

2. Several comments objected to the 
Panel’s recommendation that all inac- 
tive ingredients be listed on the label- 
ing, arguing that such a listing would 
be meaningless to most consumers, 
confusing, and misleading. 

The Commissioner advises that nei- 
ther the March 21, 1975 proposed 
monograph nor the monograph in this 


tentative final order requires that all 


inactive ingredients be listed in OTC 
drug labeling. However, the Commis- 
sioner agrees with the Panel’s recom- 
mendation for full inactive ingredient 
labeling. Consumers may need to know 
about the ingredients in OTC drugs 
because they may be allergic to certain 
ingredients or unable to tolerate them 
for other reasons. The Commissioner 
urges manufacturers to voluntarily list 
all inactive ingredients, as suggested 
by the Panel. 

3. One comment stated that the pro- 
posed monographs violate the objec- 
tives and philosophy of the OTC Drug 
Review in that this Panel appeared to 
be intent on undermining the concept 
of self-medication with OTC laxatives, 
antidiarrheals, antiemetics, or emetics, 
and that the Panel failed to discharge 
its obligations. 

The comment provides no basis for 
its allegations and. the Commissioner 
rejects the comment. the Commission- 
er believes the Panel’s recommenda- 
tions and this tentative final mono- 
graph for OTC emetic drug products 
are fully in accord with the objectives 
of the OTC Drug Review to develop 
monographs based on the most up-to- 
date scientific knowledge and data 
available. 

4. Two comments contend that FDA 

does not have the authority to estab- 
lish substantive rules. 
- This subject was dealt with in para- 
graphs 85 through 91 of the preamble 
to the procedures for classification of 
OTC drugs published in the FEDERAL 
REGISTER Of May 11, 1972 (37 FR 
9464), and the Commissioner reaffirms 
the conclusions stated there. Subse- 
quent court decisions have confirmed 
the Commissioner’s authority to issue 
substantive regulations by rulemaking. 
See, e.g., National Nutritional Foods 
Association v. Weinberger, 512 F. 2d 
688, 696-98 (2d Cir. 1976). 

5. Several comments urged a greater 
role for pharmacists in the sale of 
OTC drugs. One comment recom- 
mended that OTC drugs be available 
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only through pharmacies, and two 
suggested that any labeling suggesting 
consultation with a physician should 
mention a pharmacist as a viable alter- 
native. 

The Commissioner fully discussed 
these issues in the preamble to the 
proposal to revise requirements for 
drug interaction warnings on OTC 
drugs (see the FEDERAL REGISTER of 
June 4, 1974 (39 FR 19880)). These 
views will not be restated here. Howev- 
er, the Commissioner notes. that 
§ 330.1(g) requires that labeling for 
OTC drugs include a warning to seek 
professional assistance in case of acci- 
dental overdose. The pharmacist is 
one of the health professionals that a 
consumer might choose to consult. 


B. GENERAL COMMENTS ON EMETICS 


6. A comment asserted that infants 
under 1 year of age do not have a de- 
veloped gag reflex. For infants in this 
age group, the comment stated that 
emesis should be attempted only 
under the supervision of a physician. 

The Commissioner concurs that pro- 
fessional advice should be sought 
before administering ipecac syrup, but 
disagrees with the contention that a 
physician must be present when ipecac 
syrup is administered to an infant 
under 1 year of age. The existence or 
nonexistence of a gag reflex in infants 
has not been positively established, 
but the issue is irrelevant because 
ipecac acts directly on the vomiting 
reflex center in the brain to produce 
vomiting. More important, the Com- 
missioner believes that the immediate 
availability of an emetic for use in poi- 
soning (including in infants) is critical 
because rapid treatment may be the 
difference between life and death. The 
Commissioner finds that the proposed 
§337.50(c)(1) (21 CFR 337.50(c)(1)) 
label statement warning persons to 
seek professional advice before admin- 
istering ipecac is adequate to protect 
from irrational use of ipecac syrup in 
infants. 

7. Proposed § 337.50(c)(1) contained 
the warning “Before using, call physi- 
cian, Poison Control Center, or hospi- 
tal emergency room for advice.” The 
Advisory Review Panel on OTC Mis- 
cellaneous Internal Drug Products, 
while reviewing drug products for 
acute toxic ingestion at its meeting on 
May 5, 6, and 7, 1978, recommended 
that the word hospital be deleted from 
this warning because of the current 
trend of some emergency rooms being 
established outside of hospitals and 
because some hospitals do not have 
emergency rooms. the Commissioner 
concurs that the word hospital is not 
needed in this warning, and proposed 
§ 337.50(c)(1) has been revised accord- 
ingly. 


8. Proposed § 337.50(c)(2) contained 


the warning “Do not use in uncon- 
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scious persons.” The Commissioner 
concludes that the labeling for ipecac 
syrup should also warn against use in 
persons who are semiconscious. Pro- 
posed §337.50(c)(2) has been revised 
accordingly. 

9. A comment suggested that the 
term “gastric lavage” may not be well 
understood by some consumers. Even 
if it is understood, the comment ex- 
pressed doubt that the average con- 
sumer would be able to perform the 
procedure. The comment asserted that 
the term is not appropriate on con- 
sumer labeling and that the labeling 
of the product should refer the con- 
sumer to either a physician or a poison 
control center. 

The Commissioner recognizes that 
consumers would be unable to perform 
a “gastric lavage’”’ procedure. Accord- 
ingly, the reference to “gastric lavage” 
has been deleted and instead the con- 
sumer is directed to call a physician, 
Poison Control Center, or emergency 
room immediately if vomiting does not 
occur within 20 minutes after a second 
dose of ipecac syrup is given. 

10. At its May 5, 6, and 7, 1978 meet- 
ing, the Advisory Review Panel on 
OTC Miscellaneous Internal Drug 
Products also recommended that an 
additional warning be added to the la- 
beling of ipecac syrup, i.e., “Do not ad- 
minister milk or carbonated beverages 
with this product.” Milk has been re- 
ported to reduce the effectiveness of 
ipecac syrup and carbonated beverages 
could cause distention of the stomach. 

The Commissioner concurs, and pro- 
posed § 337.50(c) has been revised ac- 
cordingly. . 

11. The Commissioner is aware that 
activated charcoal is recognized by 
some people as a general purpose anti- 
dote for drug poisoning and that some 
physicians may recommend its use fol- 
lowing use of ipecac syrup. Activated 
charcoal adsorbs ipecac syrup and may 
reduce its effectiveness. The Commis- 
sioner therefore concludes that a drug 
interaction statement in the labeling 
should warn that if both ipecac syrup 
and activated charcoal are to be used, 
vomiting must be induced with the 
ipecac syrup before administering acti- 
vated charcoal. Proposed § 337.50(d) is 
added to require such a statement in 
the “Drug Interaction Precautions” 
section of the labeling. 

12. A comment suggested that label- 
ing information include the need to 
follow the administration of ipecac 


with water, because emesis may not 


occur if the stomach is empty. 

The Commissioner agrees that to 
obtain best results, water should be 
taken following the administration of 


-ipecac syrup and has revised the direc- 


tions for use in proposed § 337.50(e) 
(originally proposed as § 337.50(b)). 
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II. THE COMMISSIONER’S CONCLUSIONS 
ON EMETICS 


A. GENERAL DISCUSSION 


A notice was published in the FEpDER- 
AL REGISTER Of February 8, 1973 (38 
FR 3614) requesting data and informa- 
tion on OTC emetic drugs. No submis- 
sions were made. The Commissioner 
notes that although the Panel re- 
ceived no submissions from the phar- 
maceutical industry or other sources, 
it elected to review ipecac syrup as an 
OTC emetic drug. Based on the Panel 
review, the comments discussed above, 
and other data available to him, the 
Commissioner concludes that ipecac 
syrup is safe and effective when used 
in the recommended dose of 1 table- 
spoonful (15 milliliters (ml)) in per- 
sons more than 1 year of age and a 
dose of 1 teaspoonful (5 ml) to a maxi- 
mum of 2 teaspoonsful (10 ml) in in- 
fants under 1 year of age. 


B. SAFETY AND EFFECTIVENESS 


An emetic is often used to induce 
vomiting in poisoning victims, who 
ingest systemic poisons, to prevent ab- 
sorption of the chemicals from the 
gastrointestinal tract. The Commis- 
sioner concludes that the most effec- 
tive and dependable emetic for such 
use is ipecac syrup and that it is in the 
interest of the public health for ipecac 
syrup to be readily available for sale 
without prescription for the emergen- 
cy treatment of poisonings. 

Ipecac syrup is an official article in 
the United States Pharmacopeia 
(U.S.P.) XIX and is prepared from 
powdered ipecac, which is obtained 
from the plant Cephaelis acuminata. 
The syrup contains not less than 123 
milligrams (mg) and not more than 
157 mg of the total ether-soluble alka- 
loids of ipecac per 100 ml. These alka- 
loids are emetine and cephaeline, and 
they act on the vomiting reflex center 
in the brain to cause vomiting. 

An overdose of an ipecac preparation 
may cause serious poisoning. Thus, ex- 
isting FDA regulations (21 CFR 
201.308(c)) and the conditions to be es- 
tablished in this part 337 limit ipecac 
syrup to a 30-ml container for OTC 
sale. 

The recommended dose of 1 table- 
spoonful (15 ml) of ipecac syrup for 
persons over 1 year of age usually in- 
duces vomiting within 20 minutes, but 
in the event vomiting does not occur 
by this time, it is recommended that 
the same dose be repeated once. The 
ipecac should be recovered by gastric 
lavage (stomach pumping) if vomiting 
does not occur after the second dose. 

The Commissioner also concludes 
that labeling for ipecac syrup should 
identify the product as an emetic 
(agent to cause vomiting) to be used in 
case of poisoning and warn the user to 
call a physician, poison control center, 
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or emergency room for advice before 
using the product and to call immedi- 
ately if vomiting does not occur within 
20 minutes after a second dose has 
been given. To conform with existing 
FDA regulations (21 CFR 
201.308(c1)), the warning is to be 
conspicuously boxed and in red letters. 
The labeling also warns against the 
use of ipecac in semiconscious or un- 
conscious persons, or in cases where 
strychnine, corrosives (alkalies (lye) 
and strong acids), or petroleum distil- 
lates (kerosene, gasoline, paint thin- 
ner, or Cleaning fluid) have been in- 
gested. 

The labeling for all OTC drugs used 
for oral administration is required to 
contain the general warning “In case 
of accidental overdose, seek profes- 
sfonal assistance or contact a poison 
control center immediately.” In view 
of the fact that the labeling for ipecac 
syrup already requires a warning 
about contacting a physician, Poison 
Control Center, or emergency room 
(see proposed § 337.50(c)(1)), the Com- 
missioner believes that the warning re- 
quired by §330.1(g) concerning over- 
doses would be repetitive and thus will 
not be required on the labeling for 
ipecac syrup. 

The Commissioner advises that the 
existing regulation in § 201.308 will be 
superseded and withdrawn at the time 
this monograph becomes effective. 
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The Food and Drug Administration 
has determined that this document 
does not contain an agency action cov- 
ered by 21 CFR 25.1(b) and considera- 
tion by the agency of the need for pre- 
paring an environmental impact state- 
ment is not required. 

Therefore, under the Federal Food, 
Drug, and Cosmetic Act (secs. 201, 502, 
505, 701, 52 Stat. 1040-1042 as amend- 
ed, 1050-1053 as amended, 1055-1056 
as amended by 70 Stat. 919 and 72 
Stat. 948 (21 U.S.C. 321, 352, 355, 371)) 
and the Administrative Procedure Act 
(secs. 4, 5, 10, 60 Stat. 238 and 243 as 
amended (5 U.S.C. 553, 554, 702, 703, 
704)) and under authority delegated to 
him (21 CFR 5.1), the Commissioner 
of Food and Drugs is issuing as a ten- 
tative final order new part 337 to read 
as follows: 
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PART 337—EMETIC DRUG PRODUCTS FOR 
OVER-THE-COUNTER HUMAN USE 


Subpart A—General Provisions 
Sec. 
337.1 Scope. 
337.3 Definitions. 


Subpart B—Active ingredient 
337.10 Emetic active ingredient. 
Subpart C—[Reserved] 
Subpart D—Labeling 

337.50 Labeling of emetic products. 

AUTHORITY: Secs. 201, 502, 505, 701, 52 
Stat. 1040-1042 as amended, 1050-1053 as 
amended, 1055-1056 as amended by 70 Stat. 
919 and 72 Stat. 948 (21 U.S.C. 321, 352, 355, 
371); (5 U.S.C. 553, 554, 702, 703, 704). 

Subpart A—General Provisions 

§ 337.1 Scope. 


An over-the-counter emetic drug 
product in a form suitable for oral ad- 
ministration is generally recognized as 
safe and effective and is not misbrand- 
ed if it meets each of the conditions in 
this part 337 in addition to each of the 
general conditions established in 
§ 330.1 of this chapter. 


§ 337.3 Definitions. 


(a) Age. Infant (under 2 years of 
age), child (2 years to under 12 years 
of age), and adult (12 years of age and 
older). 

(b) Emetic. An agent that causes 
vomiting (emesis). 


Subpart B—Active Ingredient 
§ 337.10. Emetic active ingredient. 


The active ingredient of the product 
is powdered ipecac. It is marketed as 
ipecac syrup, U.S.P. XIX, in the quan- 
tity of 1 fluid ounce (30, milliliters) 
only. 


Subpart C—[Reserved] 
Subpart D—Labeling 
§ 337.50 Labeling of emetic products. 


(a) Statement of identity. The label- 
ing of the product contains the estab- 
lished name of the drug, if any, and 
identifies the product as an ‘‘emetic.” 

(o) Indications. The labeling of the 
product contains a statement of the 
indications under the heading “Indica- 
tions” that is limited to the phrase “to 
cause vomiting (emesis) in case of poi- 
soning.” This phrase is conspicuously 
boxed and in red letters. 

(c) Warnings. The labeling of the 
product contains the following warn- 
ings, under the heading “Warnings”: 

(1) “Call a physician, Poison Control 
Center, or emergency room for advice 
before using, and call immediately if 
vomiting does not occur within 20 min- 
utes after a second dose has been 
given.” This warning should be con- 
spicuously boxed and in red letters. 

(2) “Do not use in semiconscious or 
unconsicious persons.” 

(3) “Ordinarily, this product should 
not be used if strychnine, corrosives 


such as alkalies (lye) and strong acids, 
or petroleum distillates such as Kero- 
sene, gasoline, paint thinner, or clean- 
ing fluid have been ingested.” 

(4) “Do not administer milk or car- 
bonated beverages with this product.” 

(5) the warning § required’ by 
§ 330.1(g) concerning overdoses is not 
required on ipecac syrup products. 

(d) Drug interaction precautions. 
The labeling of the product contains 
the following statement under the 
heading “Drug Interaction Precau- 
tions”: ‘Activated charcoal will absorb 
ipecac syrup. If both activated char- 
coal and ipecac syrup are to be used, 
give the activated charcoal only after 
successful vomiting has been produced 
by the ipecac syrup.” 

(e) Directions. The labeling of the 
product contains the following state- 
ments under the heading ‘“‘Directions’’: 

(i) Infants under 1 year of age: Oral 
dosage of ipecac syrup is 1 teaspoonful 
(5 milliliters) to a maximum of 2 tea- 
spoonsful (10 milliliters) followed by 
¥ to 1 glass of water (4 to 8 ounces) or 
as directed by a physician. If vomiting 
does not occur within 20 minutes, the 
dose is repeated once. 

(ii) Infants over 1 year of age, chil- 
dren, and adults: Oral dosage of ipecac 
syrup is 1 tablespoonful (15 milliliters) 
followed by 1 to 2 glasses of water (8 
to 16 ounces) or as directed by a physi- 
cian. If vomiting does not occur within 
20 minutes, the dose is repeated once. 

Interested persons may file written 


. Objections and/or request an oral 


hearing before the Commissioner re- 
garding this tentative final order on or 
before October 5, 1978. Requests for 
an oral hearing must specify points to 
be covered and time requested. All ob- 
jections and requests shall be submit- 
ted (preferably in quadruplicate and 
identified with the Hearing Clerk 
docket number found in brackets in 
the heading of this document) to the 
hearing clerk (HFA-305), Food and 


. Drug Administration, Room 4-65, 5600 


Fishers Lane, Rockville, Md. 20857, 
and shall be supported by a brief 
statement of the grounds therefor. 
Objections and requests may be seen 
in the above office between the hours 
of 9 a.m. and 4 p.m., Monday through 
Friday. Any scheduled oral hearing 
will be announced in the FEDERAL REc- 
ISTER. 


Note.—The Food and Drug Administra- 


- tion has determined that this document will 


not have a major ecomomic impact as de- 
fined by Executive Order 11821 (amended 
by Executive Order 11949) and OMB Circu- 
lar A-107. A copy of the economic impact as- 
sessment is on file with the hearing clerk, 
Food and Drug Administration. 


Dated: August 25, 1978. 


SHERWIN GARDNER, 
Acting Commissioner 
of Food and Drugs. 


(FR Doc. 78-24841 Filed 9-1-78; 8:45 am] 
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